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Remarks/Arguments 

Claims 1-3, 5-7, and 13-15 were originally pending. Claims 4, 8, 9-12 and 16-70 were 
previously canceled. Claims 1-3, 5, 7, and 13-15 are now pending. Claims 1-3, 5, 7, and 13-15 have 
been rejected. Applicants ask that all pending claims be reexamined in view of rlie following 
arguments. 

Rejection Under 35 U.S.C. §103fa) 

The Examiner has rejected claims 1-3, 5-7, and 13-15 under 35 U.S.C. 103(a) as being 
unpatentable over Fabian ^t aL (f. Cell Biochem., 1993, 17G; 153-160, IDS) in view of Sauter el ai 
(British J. Cancer, 1997, 76(4): 494-501, IDS), JAM/\ (JAIvI/V, 1973, 224 (6): 823-827), and Knight et 
aL (Ann. Clin. Res., 1980, 12(15): 202-207). 

The Examiner argues that Fabian U al. teaches a method of providing and cytologicaUy 
examining ductal fluid obtained via fine needle aspiration from high and low risk women. The 
Examiner furdier states diat Fabian et al. does not teach obtaining ductal epithelial cells by nipple 
aspiration of the tnilk ducts or by ductal lavage of at least one breast milk duct nor does it teach 
providing the ductal fluid sample comprises receiving a sample which had been previously obtained. 
The Examiner then argues that these deficiencies are made up for in the teachings of Sauter, JAMA 
and Knight et al. 

The Examiner argues that Sauter et al, teaches a non-invasive method for the early detection 
of breast cancer comprising collecting nipple aspirate fluid from a patient, cytologicaUy analyzing the 
fluid (e.g. computerized image analysis of nipple aspirate fluid epithelial cells), and evaluating the 
promising cancer markers, wherein the patients were categorized by their risk for breast cancer as 
having no risk factors, a first degree relative with breast cancer, a histor)' of curative treatment for 
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ductal carcinoma in situ (DCIS), or invasive breast cancer, precancerous mastopathy, atj'pical 
hyperplasia (AH) or lobular carcinoma in situ (IXIS) or recently diagnosed invasive cancer or the 
breast. 

The Examiner tlien argues that the JAMA reference teaches a method for early detection of 
breast cancer in a patient comprising a) removing fluid through nipples with a suction device or by a 
method comprising hair-like catheters into breast ducts with the help of an operating microscope, 
flushing the ducts with saline for cell smdies and b) examining the fluid to identify abnormal cells. 
The Examiner then states that the JAMA reference discloses using said method to study breast fluid 
from patients without signs of breast disease. 

Lasdy, the Examiner argues tJiat Knight et ai teaches that estrogen receptor (ER) has now 
replaced clinical criteria in the selection of patients for endocrine therapy and that patients whose 
tumors do not contain ER should not be subject to hormonal manipulation. 

The Examiner argues that it would have been prima fade obvious to one of ordinar}' skill in 
die art at the time the invention was made to modify the method of Fabian et al. to obtain ductal 
epithelial cells by nipple aspiration or ductal lavage of at least one breast milk duct as taught by 
Sauter or JAMA reference instead of fine needle aspiration. The Applicants respectfully disagree. 

Applicants respectfully traverse the foregoing rejection on the grounds that the Examiner 
has failed to establish a pnP7a facie case of obviousness, since Fabian, et ai, Sauter, JAMA, or Knight 
ei al., alone or in combination, fail to teach or suggest the claimed invention and further fail to 
provide the necessarj^ motivation or expectation of success for the ordinarily sldUed artisan to arrive 
at the claimed invention. 

To establish a prima facie case of obviousness, it is necessarj' for the Examiner to present 
evidence, preferably in the form of some teaching, suggestion, incentive or inference in the applied 
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references, or in the form of generally available knowledge, that one having ordinar)? skill in the art 
would have been motivated to make the claimed invention and would have had a reasonable 
expectation of success in making the claimed invention. Under section 103, " [b]oth the suggestion 
and the expectation of success must be founded in the prior arc not in applicant's disclosure " 
{Apfge/t, Jm\ V. Chugat Vhatynamitkal Co., Ud 921 F.2d 1200, 1207, 18 USPQ2d 1016 (Fed. Cir. 1991), 
quoting //; n Dow Chemical Co.. 837 F.2d 469, 473, 5 USPQ2d 1529, 1531 (Fed Cir. 1988)). 

Moreover, when a combination of references are used to establish a prima fade case of 
obviousness, the Examiner must present evidence that one having ordinarj' skill in the art would 
have been motivated to combine the teacliings in the applied references in die proposed manner to 
arrive at the claimed invention. See, ^.j., Carella v. Starlight Archery, 804 F.2d 135, 231 USPQ 644 
(Fed. Cir. 1986); ^nd Ashland Oil, Inc. v. Delta Resins and Refraclories, Inc., 776 F.2d 281, 227 USPQ 657 
(Fed. Cir. 1985). 

"[C]ase law makes clear diat die best defense against the subde but powerful attraction 
of a hindsight-based obviousness analysis is rigorous application of the requirement for 
a showing of the teaching or motivation to combine prior art references. ... Combining 
prior art references without evidence of such a suggestion, teaching, or motivation 
simply takes the inventor's disclosure as a blueprint for piecing together the prior art to 
defeat patentability-- the essence of hindsight. ... [Evidence of a suggestion, teaching, or 
motivation to combine] must be clear and particular . ... Broad conclusor)- statements 
regarding the teaching of multiple references, standing alone, are not 'evidence.' ... [A] 
reference- by-reference, limitation-by-limitation analysis fails to demonstrate how the 
[cited] references teach or suggest their combination ... to }ield the claimed invention," 
and a conclusion of ob^nousness based on such an analysis '*as a matter of law, cannot 
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stand." /// n Dembk^ak, 175 F.3d 994, 999, 1000, 50 USPQ2d 1614, 1617, 1618 (Fed. 
Cir. 1999), emphasis added. 
De7nbic':^k involved patent claims to "a large trash bag made of orange plastic and decorated 
with lines and facial features, allowing the bag, when filled with trash or leaves, to resemble a 
Ha]loween-st)ie pumpkin, or jack-o' -lantern/' Dmbic^ak, 996, 1616. The prior art cited by the 
Board included: a book describing how to teach children to make a "Crepe Paper Jack-O-Lantern;" 
a book describing a method of making a "paper bag pumpkin" by stuffing a bag with newspapers, 
painring it orange, and then paitiring on facial features with black paint; a U.S. Patent describing a 
bag apparatus wherein the bag closure is accomplished by the use of folds or gussets in the bag 
material; design patents issued to Dembiczak; and prior art "convendonar' plastic lawn or trash 
bags. The Federal Circuit held that the claimed pumpkin-stj'le trash bag was not ob\dous because 
there was no clear, particular motivation to combine the cited references. 

This holding of Dmbic^ak diat evidence of motivation to combine must be clear and 
particular to establish obxtiousness has been emphasized over and over again by die Federal Circuit 
sijice Dmibicv^k was decided. It was strongly reemphasized in K/z/^j; v, A.B. Chance Co., 57 USPQ2d 
1161 (Fed. Cir. 2000): 

In order to prevent a hindsight-based obviousness analysis, we have clearly established 
that die relevant inquiry' for determining the scope and content of the prior art is 
whether there is a reason, suggestion, or motivation in the prior art or elsewhere that 
would have led one of ordinar)^ skiD in the art to combine the references. Sec, e.g ., In 
re RouffeL 149 F.3d 1350, 1359, 47 USPQ2d 1453, 1459 (Fed Cir. 1998) (TFJhe 
Board must identify specifically ... the reasons one of ordinary skiD in the art would 
have been motivated to select the references and to combine them to render the 
claimed invention obvious."); In re Dembiczak . 175 F.3d at 999, 50 USPQ2d at 1617 
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("Our case law makes clear that the best defense against the subde bur powerful 
attracdon of a hindsight-based obviousness analysis is rigorous application of the 
requirement for a showing of the teaching or mouvacion to combine prior art 
references."). "Determining whether diere is a suggestion or motivation to modify a 
prior art reference is one aspect of determining the scope and content of the prior art, 
a fact question subsidiary^ to the ultimate conclusion of obviousness." Sibia 
Neurosciences. Inc. v. Cadus Pharma. Corp. . 225 F.3d 1349, 1356, 55 USPQ2d 1927, 
1931 (Fed. Cir. 2QQ0): Tec Air. Inc. v. Denso Mfg.. Inc. . 192 F.3d 1353, 1359, 52 
USPQ2d 1294, 1298 (Fed. Cir. 1999) (stating that the factual underpinnings of 
obviousness include whedier a reference provides a motivation to combine its 
teachings with those of another reference). 

... there is "a general rule that combination claims can consist of combinations of old 
elements as well as new elements," CIcarstrcam Wastewater Sys. v. Hydro-Action. Inc. . 
206 F.3d 1440, 1446, 54 USPQ2d 1185, 1 189-90 (Fed, Cir. 2000), "[t]he notion . . . that 
combination claims can be declared invalid merely upon finding similar elements in 
separate prior patents would necessarily destroy virtually all patents and cannot be the 
law under the statute, § 103." Panduit Qorp- v. Dennison Mfg. Co., 810 F.2d 1561, 
1575, 1 USPQ2d 1593, 1603 (Fed. Cir. 1987); Arkie Lures. Inc. v. Gene Larew Tackle. 
Inc. . 119 F.3d 953, 957, 43 USPQ2d 1294, 1297 (Fed. Cu:. 1997) ("It is insufficient to 
establish obviousness chat the separate elements of the invention existed in the prior 
art, absent some teaching or suggestion, in the prior art, to combine the elements."). 
K/«Vat 1167 

The morivadon cited iii the Office Action for the proposed combination is as follows: 

"One would have been motivated to do so because both nipple aspiration and ductal lavage 
are non-invasive and can effectively obtain ductal epithelial cells as shown by Sauter and 
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JAMA reference. Moreover, one of ordinar)' skill in the art would have a reasonable 
expectation of success to obtain ductal epithelial cells bv nipple aspiration or ductal lavage of 
breast milk duct because Sauer etai teach nipple aspiration and |AIvLA. references a method 
of obtaining ductal cells by lavage or breast milk ducts. Moreover, it would have been piima 
Jam obvious and one would have been motivated to use tlie estrogen receptor status 
obtained by Fabian to further provide information regarding the hormonal treatment (such 
as estrogen antagonist) response in view of the teachings of Knight. One of ordinary skill in 
the art would have a reasonable expectation of success to do so because Knight has shown 
that estrogen receptor can predict patient response to hormonal treatment." Office Action at 
page 7-8. 

Tliis statement does not provide die clear, pardctdar suggesdon in the art for making 
tl'ie specific claimed combiiiadoa as is required under In re Dmbic^ak, The claims here are 
no more obvious than those at issue in Dmbk^k. No clear, particular suggestion or 
motivation in die prior art to make die specific method for identifying asymptomatic 
patients who have a likelihood of benefiting from the administration of an estrogen acrivir\' 
modulator for risk reduction or therapeutic txeatment of breast cancer, said method 
comprising: providing a ductal fluid sample from at least one duct of a breast of the patient 
wherein said sample is obtained by nipple aspiration of the milk ducts or by ductal lavage of 
at least one breast milk duct; and examining the ductal fluid sample to determine die 
presence of an estrogen receptor on precancerous or cancerous ductal epithelial cells, 
wherein asymptomatic patients determined to have the presence of an estrogen receptor on 
precancerous or cancerous ductal epithelial cells are considered likely to benefit from 
administration of an estrogen activity modulator for risk reduction or therapeutic treatment 
of breast cancer. 
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Prima facie obviousness has not been established under such conditions. Neither 
Fabian, et al,^ Sauter et ^y/., J AMA, or Knight etai^ either alone or in combination, teach or 
suggest all the limitations of the present claims. None of the cited refexences teach a 
method of ductal lavage. 

The obviousness rejection is based on hindsight from diese disparate references to 
proAnde random elements of the claims. There is no clear, particular motivation in the 
references to reach the claimed invention. Withdrawal of this rejection under 35 USC 103(a) 
is respectfully requested. 

The Double Patenting Rejections 

The Examiner has previously rejected claims 1, 7 and 15 on die ground of non-statutory 
obviousness-tx'pe double patenting as being unpatentable over claims 1,2, 1 1, 13, and 22 of USP 
6,642,009. The Applicants would note that current Application 10/608,225 claims priority from 
Provisional Application 60/117,281 filed Januarj^ 26, 1999 while USP 6,642,009 claims priorit>' from 
Provisional Application 60/166,100 filed November 17, 1999. Thus, commonly-owned USP 
6,642,009 does not qualif)^ as prior art under 35 U.S.C. 102(e), (f), or (g). For diis reason, the 
Applicants respectfully submit that die non-stamtor)' obviousness-tjpe double patenting rejection 
should be withdrawn. 
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REMARKS 

In light of the arguments presented above, i\pplicants respectfully submit that the claims are 
in condidon for allowance. E^arly notice to this effect is solicited, A two month extension of time is 
hereby requested. 

It is not believed that any additional extensions of time or fees for net addition of claims are 
required, bey^ond those diat may odiervvise be provided for iii documents accompanying this paper. 
However, in die event that additional extensions of rime are necessarj' to aUow consideration of this 
paper, such extensions are hereby petitioned under 37 CFR § 1, 136(a), and any fee required 
therefore (including fees for net addition of claims) is hereby audiori7ed to be charged to Deposit 
Account No. 502855 referencing attorney docket number 12.003011 DIV. 
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